Axillary lymph nodes (ALN) are the most commonly involved site of disease in breast cancer that has spread outside the primary lesion. Although sentinel node biopsy is a reliable way to manage ALN, there are still no good methods of predicting ALN status before surgery. Since morbidity in breast cancer surgery is predominantly related to ALN dissection, predictive models for lymph node involvement may provide a way to alert the surgeon in subgroups of patients.
Background
Axillary lymph nodes (ALN) are the most commonly involved site of disease in breast cancer that has spread outside the primary lesion. ALN status plays an important prognostic role in female invasive breast cancer [1] [2] [3] [4] . For tumor staging and treatment, complete ALN dissection (ALND) was a standard surgical approach in the early 20 th century. However, ALND was accompanied with some troublesome clinical problems; morbidities including lymphedema, paresthesias, and major nerve and vessel injury are well-documented [5] [6] [7] . These problems led physicians to seek alternative approaches in the assessment of ALN status.
The sentinel lymph node is the primary site of ALN metastasis (ALNM) from breast cancer. The concept of the sentinel lymph node was applied in penile carcinoma in the 1970's [8] , and was soon applied to breast cancer. Patients gained benefit from sentinel lymph node biopsy (SLNB) in terms of surgical morbidities and accurate tumor staging [9] . Today, SLNB is a reliable and standard method in the assessment of axillary status in early invasive breast cancer [10] . However, there are still no good methods to predict ALN status before surgery. Since morbidity in breast cancer surgery is predominantly related to ALND, predictive models for lymph node involvement may provide a way to alert the surgeon in subgroups of patients. The primary aim of this study was to determinate the predictive factors of ALN metastasis using pathologic information.
Material and Methods

Patient population, data collection, and definition of cases
This was a retrospective study of female patients with invasive breast cancer at Changhua Christian Hospital between January 2004 and January 2010. The clinical data and tumor characteristics for all invasive breast cancers had been collected in our breast cancer database. This study was approved by the institutional review board and ethics committee of Changhua Christian Hospital. Breast cancer patients who had undergone surgery were identified. The exclusion criteria were: 1) ductal carcinoma in situ; 2) neoadjuvant therapy; 3) bilateral invasive breast cancer; and 4) patients without breast-conserving surgery with ALND or sentinel lymph node sampling or modified radical mastectomy.
The clinical characteristics assessed were age at diagnosis, tumor size, positive lymph node, histology grade, estrogen receptor (ER) status, progesterone receptor (PR) status, human epidermal growth factor receptor 2 (HER2) status, and the presence of lymphovascular invasion (LVI). All information was retrospectively analyzed so as to identify patients who might have had a risk of ALN metastasis pre-operatively.
Statistical analysis
The support vector machine (SVM) is a statistical learning theory developed to classify data points into 2 classes [11, 12] . SVMs are powerful statistical methods in classification. This study utilized the SVM system to classify the axillary status of breast cancer. The pathologic features of a primary breast tumor were formed into a multi-dimensional feature vector, and then used as the input signals for the SVM classifier. When the output value of a patient was greater than or equal to zero, the CAD system would diagnose the patient as having positive ALNM. Conversely, when the output value was smaller than zero, the case would be classified as negative ALNM. The performance measure, which was the receiver operating characteristic curve (ROC) analysis, was used to estimate the performance of the proposed system. The Az value (area under the ROC) was used to evaluate the significance of each clinical feature.
Results
A total of 1325 patients with a mean age of 51 years (SD=11.2) were included in this study. Of these, 742 patients had positive ALNM. The mean tumor size was 24.4 mm (SD=1.5); 39% of the patients had T1 tumors (＜20 mm), followed by 54% with T2 tumors and 7% with T3 tumors. The histology grade was predominantly grade II (55%), with 28% grade III and 17% grade I tumors. Lymphovascular invasion was found in 573 patients (43%). The ER/PR/HER2 profile showed 847 patients (63.9%) had luminal A type tumors, followed by 16.1% with triple-negative tumors, 13.1% with luminal B type tumors, and 6.9% with HER2-positive tumors. Relevant details of this study population are listed in Table 1 . Table 2 presents the observed results of SVM classification. Discordant results were noted between SVM and pathology reports in 341 cases; 141 out of 583 patients were positive for ALNM but were classified as negative, and 200 out of 742 negative ALNM patients were classified as positive for ALNM by SVM. The sensitivity and specificity were 76% and 73%, respectively. The positive predictive value was 69% and negative predictive value was 79%. The accuracy rate was 74% (Table 3) .
ROC curves were used to analyze the diagnostic performance of the SVM by clinical pathology features. The cutoff value to balance sensitivity and specificity was 0.000325182. If the output of SVM was smaller than 0.000325182, then it was defined as negative for ALNM, and values greater than or equal to 0.000325182 were classified as positive axillary nodal status. A higher Az value indicated a better diagnostic performance. The Az value of this study was 0.7682 by SVM (Figure 1 ). 
Discussion
Complete ALND is an important procedure in cancer staging and local control of disease. However, ALND has some unfavorable complications, including numbness, lymphedema, and major vessel and nerve injury [13] [14] [15] . Nowadays, SLNB plays an important role in evaluating axillary nodal status. The greatest benefits of SLNB are its effectiveness and low number of operative complications. Patients with a small tumor might benefit from SLNB. In fact, SLNB is routinely performed in clinically axillary nodal-negative patients.
Primary pathologic characteristics and clinical features are useful in the assessment of axillary nodal involvement [14] [15] [16] .
Our objective was to clarify the relationship between pathologic characteristics and ALNM. Based on our previous research [17] [18] [19] , the SVM has been found to be a useful diagnostic tool in dealing with binominal data. In this study, we constructed a powerful statistical method with pathologic features, including tumor size, LVI and histology grade, and ER, PR, and HER2 status. The output of SVM in our study was analyzed using the ROC curve, and the diagnostic performance (Az value=0.7682) was acceptable.
There remains much debate about the relationship between pathologic characteristics and ALNM. Barth et al. found that tumor size, LVI, and histology grade were important factors in predicting ALNM [20] . The definition of LVI is the presence of an invasion of cancer cells into the blood vessels or lymphatic channels. Positive LVI is correlated with aggressive tumor behavior and metastatic ability [21] . LVI has been consistently shown to be predictive of ALNM in many studies [20] [21] [22] [23] [24] [25] [26] [27] [28] [29] .
The odds ratio (LVI presence vs. negative) is high in extensive axillary nodal involvement. In small invasive breast cancer with negative LVI, the incidence of ALNM is low [22] . The LVI also increases the incidence of non-sentinel lymph node metastases and isolated tumor cells in the sentinel lymph node [29, 30] . The presence of LVI as the most important predictor is well accepted. Our study also confirms LVI is the strongest single predictor in ALNM.
Histology grade and tumor size are also important predictors of ALNM. The probability of ALNM is high if a patient has a large tumor and high histology grade. Our data presented in Table 1 reveal that patients with a large tumor (more than 5 centimeters in size) and a high histology grade are more likely to have ALNM, a finding that is consistent with those of previous studies [20, [31] [32] [33] . Patients with small invasive breast cancer might benefit from SLNB [34] . Our study showed that patients with a tumor less than 2 centimeters in size and a low-to-medium histology grade are good candidates for SLNB.
Regional lymph node status is necessary for tumor staging and surgical planning. Previous studies have found some important factors in predicting ALNM, but the predictive power was not acceptable. With the advances in surgical technique, SLNB is now widely used in early breast cancer and is becoming a standard procedure in clinical ALN-negative patients. The benefits of SLNB are fewer surgical complications than complete ALND and the efficacy and accuracy after long-term follow-up [35] . The importance of SLNB is clear. In this study, the clinical pathologic characteristics were found to be useful in predicting cancer prognosis. We thus offer an auxiliary method in the assessment of axillary status pre-operatively, but not to replace SLNB. 
